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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicant: Needleman et al. 

Serial No.: 08/785,997 

Filed: January 21, 1997 

For: AN IMMUNOLOGICAL PROCESS 
FOR INCREASING THE HDL 
CHOLESTEROL CONCENTRATION 

Examiner : T . Scheiner 

DECLARATION OF PHILIP NEEDLEMAN AND 
KEVIN GLENN PURSUANT TO 37 C.F.R.51 .131 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

PHILIP NEEDLEMAN , Ph.D. and KEVIN GLENN, Ph.D. 

Declare : 

1. That they are the Philip Needleman and Kevin Glenn 
that are the named inventors of the subject patent application; 

2. That they are employed by G.D. Searle, Co., 
(Searle) a wholly owned subsidiary of the Monsanto Company 
(Monsanto) , the assignee of the above -identified patent 
application; 

3. That Dr. Needleman holds the positions of Senior 
Vice President of Research and Development at Searle and Chief 



Attorney Docket 
6221/68346 
MON-101.0 

Art Group: 
1642 



Serial No.: 08/785,997 



-2- 



3. That Dr. Needleman holds the positions of Senior 
Vice President of Research and Development at Searle and Chief 
Scientist at Monsanto, whereas Dr. Glenn holds the titles of 
Fellow and Group Leader of Atherosclerosis Research at Searle; 

4. That Elaine Krul, Ph.D., who is presently employed 
by the Nutrition and Consumer Sector, a division of the Monsanto 
Company, was formerly employed by Searle between February of 
1994 and February of 1998 doing laboratory research related to 
atherosclerosis ; 

5. That during her employment by Searle, she carried 
out her research under the direction and control of one or both 
of Drs. Needleman and Glenn; 

6. That the work described in this Declaration was 
carried out by Dr. Krul or a person under her direction and 

* * * 

control, and was carried out in the State of Missouri, the 
United States of America; 

7. That the work described in this Declaration was 
completed on a date prior to November 7, 1996, the date of 
publication of WO 996/34888; 

8. That the documents attached to this Declaration 
are true copies of one or more of Dr. Krul's laboratory 
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notebooks and an invoice, except that the dates and notebook 
numbers have been obscured for the purposes of this Declaration; 

9. That collective Exhibit 1 contains pages 158, 159 
and 160 from one of her notebooks (notebook A) that contains the 
amino acid residue sequence of cholesteryl ester transfer 
protein (CETP) , using single letter code, in which peptide 
sequences corresponding to RABCTP-2, RABCTP-3, RABCTP-4, RABCTP- 
5, RABCTP-6, and RABCTP-7 are underlined and identified as such; 

10. That those peptides of Paragraph 9 correspond to 
SEQ ID Nos: 2, 3, 4, 5, 6, and 7, respectively of the above - 
identified application; 

* 

11. That enclosed Exhibit 2 is a copy of page 161 of 
that same notebook that reiterates the names of those 
polypeptides and provides a schematic of a branched oligolysine 
antigenic carrier molecule referred to a Multiple Antigenic 
Peptide Backbone that when conjugated to a polypeptide is also 
referred to as MAP in her notebooks, and is noted at page 18, 
lines 11-19 of the above -identified application; 

12 . That enclosed Exhibit 3 is a copy of an invoice 
from Genosys Biotechnologies, Inc., of The Woodlands, Texas 
(Genosys) directed to Dr. Krul for conjugates of MAP-covalently- 
bonded polypeptides RABCTP-2, -3, -4, -5, -6 and -7; 
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13. That twelve rabbits were immunized on two 
occasions, two each, with a MAP-linked polypeptide conjugate 
received from Genosys; 

14. That those two immunizations were recorded on 
pages 165, 166 and 167 of her above notebook, copies of which 
are enclosed as collective Exhibit 4; 

15. That the samples of the immunized rabbits' blood 
were taken thereafter and were assayed for total cholesterol 
(TC) and high density lipoprotein (HDL-C) ; 

16. That enclosed Exhibit 5 is a copy of page -071 of 
a second of her notebooks (notebook B) that contains graphs of 

* 

the total cholesterol (TC) and high density lipoprotein (HDL-C) 
for each of the rabbits used in the study from prior to the 
immunizations (day zero) through at least 75 days thereafter, 
and in which the boxes within each graph identify each peptide 
with a shortened designation (CTP-number rather than RABCTP- 
number) because of space considerations; 

17. That those data indicate a general lowering of 
both total cholesterol and high density lipoprotein for each of 
the peptides used; 

18. That total cholesterol was determined in a 
standard laboratory assay commercially available from Wako Pure 
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Chemical Industries, Inc. adapted to a 96-well microtiter plate 
format ; 

19. That high density lipoprotein was determined in a 
standard laboratory assay using a commercially available kit 
from Sigma Chemicals, Inc., of St. Louis, MO; 

20. That enclosed Exhibit 6 is a copy of page 072 of 
her notebook B showing data for rabbits immunized with 
conjugates of free polypeptides RABCTP-2, -3, -4, -6 and -7 
(again referred to as CTP-2, CTP-3 etc.), also obtained from 
Genosys, that were individually covalently bonded to tuberculin 
purified protein derivative (PPD) to form conjugates, and 
prepared as* discussed in Example IB of the above-identified 
application, beginning at page 37; 

21. That the results shown in Exhibit 6 were obtained 
following two immunizations with the conjugates using the -assay 
procedures discussed in relation to Exhibit 5; 

22. That all statements made herein of his (their) 
own knowledge are true and all statements made on information 
and belief are believed to be true; and further, these 
statements were made with the knowledge that willful, false 
statements and the like so made are punishable by fine or 
imprisonment or both, under Section 1001 of Title 18 of the 
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United States Code, and that such willful, false statements may 
jeopardize the validity of the above -identified application or 
any patent issuing thereon. 

Enclosures 

Exhibits 1-6 



Date 



Pjzilip Needleman 



RABBIT CETP SEQUENCE - RABCTP-5 
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I I I I I 
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I I I I I 
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I I I I I 
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I I I I I 

160 170 180 190 200 

RAAS ILS DGDIGVD I SVTGAPVITAT YLESHHKGH FTHKNVSEAFPLRAF 

I I I I I 

210 220 230 240 250 
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I I I I I 

260 270 280 290 300 

FDTNQEIFQELSRGLPTGQAQVAVHCLKVPKISCQNRGVWSSSVAVTFR 

I I I I I 

310 320 330 340 350 
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.1 I I I I 

360 370 380 390 400 
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I I I I I 

410 420 430 440 450 
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I I I I 

460 470 480 490 





RABBIT CETP SEQUENCE - RABCTP-3 
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For: AN IMMUNOLOGICAL PROCESS AND 
CONSTRUCTS FOR INCREASING 
THE HDL CHOLESTEROL CONCENTRATION 

Examiner: T. Scheiner 



Attorney Docket 
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DECLARATION OF PHILIP NEEDLEMAN AND 
KEVIN GLENN PURSUANT TO 37 C. F . R. SI . 131 



Assistant Commissioner for Patents 
Washington, D.C. 20231 



Sir: 



PHILIP NEEDLEMAN, Ph.D. and KEVIN GLENN, Ph.D 



Declare : 



1. That they are the Philip Needleman and Kevin Glenn 



that are the named inventors of the subject patent application; 

2. That they are employed by G.D. Searle, Co., 
(Searle) a wholly owned subsidiary of the Monsanto Company 
(Monsanto) , the assignee of the above- identified patent 
application; 

3. That Dr. Needleman holds the positions of Senior 
Vice President of Research and Development at Searle and Chief 
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Scientist at Monsanto, whereas Dr. Glenn holds the titles of 
Fellow and Group Leader of Atherosclerosis Research at Searle; 

4. That Elaine Krul, Ph.D., who is presently employed 
by the Nutrition and Consumer Sector, a division of the Monsanto 
Company, was formerly employed by. Searle between February of 
1994 and February of 1998 doing laboratory research related to 
atherosclerosis; 

5. That during her employment by Searle, she carried 
out her research under the direction and control of one or both 
of Drs. Needleman and Glenn; 

6. That the work described in this Declaration was 
carried out by Dr. Krul or a person under her direction and 
control, and was carried out in the State of Missouri, the 
United States of America; 

7. That the work described in this Declaration was 
completed on a date prior to November 7, 1996, the date of 
publication of WO 996/34888; 

8. That the documents attached to this Declaration 
are true copies of one or more of Dr. Krul's laboratory 
notebooks and an invoice, except that the dates and notebook 
numbers have been obscured for the purposes of this Declaration; 
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9- That collective Exhibit 1 contains pages 158, 159 
and 160 from one of her notebooks (notebook A) that contains the 
amino acid residue sequence of cholesteryl ester transfer 
protein (CETP) , using single letter code, in which peptide 
sequences corresponding to RABCTP-2, RABCTP-3, RABCTP-4, RABCTP- 
5, RABCTP-6, and RABCTP-7 are underlined and identified as such; 

10. That those peptides of Paragraph 9 correspond to 
SEQ ID Nos: 2, 3, 4, 5, 6, and 7, respectively of the above- 
identified application; 

11. That enclosed Exhibit 2 is a copy of page 161 of 
that same notebook that reiterates the names of those 
polypeptides and provides a schematic of a branched oligolysine 
antigenic carrier molecule referred to a Multiple Antigenic 
Peptide Backbone that when conjugated to a polypeptide is also 
referred to as MAP in her notebooks, and is noted at page 18, 
lines 11-19 of the above-identified application; 

12. That enclosed Exhibit 3 is a copy of an invoice 
from Genosys Biotechnologies, Inc., of The Woodlands, Texas 
(Genosys) directed to Dr. Krul for conjugates of MAP-covalently- 
bonded polypeptides RABCTP-2, -3, -4, -5, -6 and -7; 
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13. That twelve rabbits were immunized on two 
occasions, two each, with a MAP- linked polypeptide conjugate 

received from Genosys; 

14 . That those two immunizations were recorded on 
pages 165, 166 and 167 of her above notebook, copies of which 
are enclosed as collective Exhibit 4; 

15. That the samples of the immunized rabbits 1 blood 
were taken thereafter and were assayed for total cholesterol 
(TC) and high density lipoprotein (HDL-C) ; 

16. That enclosed Exhibit 5 is a copy of page 071 of 
a second of her notebooks (notebook B) that contains graphs of 
the total cholesterol (TC) and high density lipoprotein (HDL-C) 
for each of the rabbits used in the study from prior to the 
immunizations (day zero) through at least 75 days thereafter, 
and in which the boxes within each graph identify each peptide 
with a shortened designation (CTP-number rather than RABCTP- 
number) because of space considerations; 

17. That those data indicate a general lowering of 
both total cholesterol and high density lipoprotein for each of 
the peptides used; 

18. That total cholesterol was determined in a 
standard laboratory assay commercially available from Wako Pure 
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Chemical Industries, Inc., adapted to a 96-well microtiter plate 
format ; 

19. That high density lipoprotein was determined in a 
standard laboratory assay using a commercially available kit 
from Sigma Chemicals, Inc., of St. Louis, MO; 

20. That enclosed Exhibit 6 is a copy of page 072 of 
her notebook B showing data for rabbits immunized with 
conjugates of free polypeptides RABCTP-2, -3, -4, -6 and -7 
(again referred to as CTP-2, CTP-3 etc.), also obtained from 
Genosys, that were individually covalently bonded to tuberculin 
purified protein derivative (PPD) to form conjugates, and 
prepared as discussed in Example IB of the above -identified 
application, beginning at page 37; 

21. That the results shown in Exhibit 6 were obtained 

r 

following two immunizations with the conjugates using the assay 
procedures discussed in relation to Exhibit 5; 

22. That all statements made herein of his (their) 
own knowledge are true and all statements made on information 
and belief are believed to be true; and further, these 
statements were made with the knowledge that willful, false 
statements and the like so made are punishable by fine or 
imprisonment or both, under Section 1001 of Title 18 of the 
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United States Code, and that such willful, false statements may 
jeopardize the validity of the above-identified application or 
any patent issuing thereon. 
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